I.
Introduction:
Cowden Syndrome (CS) is a rare autosomal dominant disorder characterised by multiple hamartomas and an increased risk of breast, thyroid and endometrial carcinomas [1, 2] Germline mutations in the tumour suppressor gene PTEN (phosphatase and tensin homolog) chromosome 10q23.2, which codes for a lipid phosphate mediating cell cycle arrest and apoptosis, were first described in Cowden Syndrome [3] .
Mucocutaneous lesions have been reported in the literature with a high frequency (99-100%) and are the most characteristic features of the disease. They include multiple facial papules (trichilemmomas), acral keratoses and oral papillomatosis [4, 5] . Multiple hamartomas and neoplasms of other organs, including thyroid tumors (benign and malignant), fibrocystic disease of the breast, breast carcinoma, neoplasms of the female genital tract and gastrointestinal polyps have also been reported [5, 6] . In female patients the syndrome is associated with up to 50% lifetime risk of developing breast cancer, 5-10% risk of developing endometrial cancer, and 10% lifetime risk of developing follicular thyroid cancer [7] . In recent reports the elevated lifetime cancer risk in Cowden syndrome patients or in individuals with germline PTEN mutations is up to 85% for breast cancer, up to 35% for thyroid cancer, and up to 28% for endometrial cancer [8, 9] . Lifetime cancer risks are now extending to kidney cancer and colorectal cancer (up to 33% and 16%, respectively). Other features of the disorder include macrocephaly, gastrointestinal polyps, benign breast, thyroid and endometrial manifestations, and characteristic mucocuteneous lesions. The diagnosis of CS in most cases is primarily based on the presence of mucocutaneous features, estimated to have 99% penetrance before the age of 30 [2] .
Communication of this case is considered important given the rarity of the disease, the pathological significance of its progression for affected patients and the responsibility of the dentist in its diagnosis through the clinical knowledge of the oral lesions.
II. Case report
A 48-year-old female was admitted to the hospital for soft papules affecting both upper and lower limb. The physical examination was notable for isolated multiple soft papules on the legs, arms and neck. The oral mucosa showed the echymotic lesiojns in the vestibule and lower lip.. Her thyroid gland was enlarged and a recent ultrasound had revealed multiple goitre. The thyroid function was normal and auto antibodies were negative.. Upper GI endoscopy revealed extensive nodularity of the oesophagus, a micropolypoid appearance of the stomach (body and antrum) and a duodenal ulcer. The second part of the duodenum was normal. Laboratory investigations including renal biochemistry, liver function tests and thyroid hormones (T4, T3, and thyroidstimulating hormone (TSH)) were normal. Results of a complete blood count showed iron-deficiency anemia. Based on these clinical and pathological findings, the patient was diagnosed as a carrier of Cowden's syndrome and is being followed up
III. Discussion
Cowden's syndrome, or multiple hamartoma syndrome, is an unusual autosomal, dominant, inherited disease with characteristic mucocutaneous lesions combined with gastrointestinal polyps and abnormalities in other organs with high frequency of malignant transformation, especially in the breast and thyroid , [5, 6] . The disease is associated with a germ line mutation of the PTEN gene (10q 22-23)7. This rare clinical entity is well known to dermatologists and stomatologists because mucocutaneous lesions are the most obvious and characteristic features of the disease [4] The hamartomatous lesions observed in Cowden syndrome can arise in any of the three embryonic germ cell layers and thus it may be ectodermal, mesodermal or endodermal in origin [1] . These lesions can arise in the derivatives of any of the three embryonic germ cell layers [1, 2] . The cardinal manifestations of Cowden syndrome include facial trichilemmomas, which are hamartomas of the infundibulum of the hair follicle, acral keratoses and mucocutaneous papillomatous papules [10, 11] . The incidence of Cowden syndrome was estimated to be 1:1 000 000 [12] . However, after identification of the relevant gene, the estimate for the prevalence of Cowden syndrome has been increased to between 1 in 200 000 and 1 in 250 000 [13] .
Oral signs are very remarkable, therefore the dentist may be the first professional to come up with a presumptive diagnosis. Multiple papillomatous lesions are not common clinical findings in the oral cavity. Few other diseases present them; an example being Heck's disease, which has papillomatous lesions only in oral mucosa, it is etiologically and pathogenically linked to papilloma virus infection and generally observed in young people.
In Cowden's disease, the most significant dermal lesions are multiple facial trichilemmomas, typically occurring around natural orifices, as it occured in this family members.As well as acral keratosis [1, 2, 6] is another common finding.
Finally, as was the case with this patient, adequate screening for the organs known to develop malignancies in Cowden syndrome should be carried out in suspected patients. Even when benign lesions are suspected, the potential for malignant lesions must be kept in mind, and further pathologic examination and surgical resection should be aggressively performed without reservation.
IV. Conclusion
In conclusion, this case is a reminder of the importance of early screening for patients suspected of having Cowden syndrome, and female patients should be evaluated for lesions in the breasts and thyroid. Even if benign lesions are suspected, there have been published reports on cases diagnosed with cancer postoperatively; consequently, the possibility of malignancy should always be considered.
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